(Hoechst Japan Co., Tokyo) was added to the cell culture as sterile concentrate freshly prepared in culture medium. One week before the experiments, the cells were transferred to a medium containing 10% charcoal-treated fetal calf serum (FCS). Phenol red was not used to avoid its reported estrogenic effects. 
Cell nroliferation experiments

RESULTS
Time-course studies
In initial experiments, we attempted to identify the conditions under which the growth of the ovarian cancer cells would be most responsive to hormones (Fig. 1) . Under these conditions, the number of cells increased by approximately 95% over a 72-hour period (p<0.001 vs. the initial number of cells). The addition of GnRHA (10-8-10-6M) produced a significant increase by 20-30% in the number of cells after 72 hs (p<O.05). GnRHA (105M) produced a slight, statistically insignificant decrease of < 10% in the cell count.
Dose-dependency of tumor cell inhibition
The drug effect shown in Fig. 1 is a decrease in the time rate of change of cell number after 72 hs; in control cell increases by nearly 100%. Low drug concentrations reduce the increase to 20-30%. the secretion of TNF-a. The maximum increase occurred after 72 Its (p<0.001).
DISCUSSION
We previously demonstrated that KOC-2s cells express HER-2/neu, but the mRNA was not increased by exposure to GnRHA [10] . High concentrations of GnRHA also induced apoptosis in those cells.
Concerning the mechanisms of the apoptosis produced by GnRHA on ovarian cancer cells, Billig et al. [11] suggested that it was mediated by specific GnRH receptors based on the ability of a GnRH antagonist to block the effect of GnRH. A GnRHAinduced increase in apoptotic DNA fragmentation that was dose dependent was seen in the ovary and in the granulosa cells [11] . In contrast, our present study showed that the in vitro proliferation of KOC2s cells was inhibited by GnRHA in a dosedependent manner. As this effect occurred at a high concentration (10-5M) of the agonist, it is likely that the low affinity, high capacity binding site described by Emons et al. is involved in its mediation [8] . 
